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imm 1 ] -/RsC ( I ) X'yrs^tLt rri/'^rf- H 

H 





H2S-SCH2CH,CH=CH 




[000 1] 
[0002] 

[t^*«OBtttj] $ffliac7)Sl^cODNA{±7?^5j-y-A5-S 

Afiartxhy (txhyH2A. h2B. H3, M^ti^'ii 
^>fi!il.8*f* ) t DNAt #V ^^cffijSi* 

m^inm^^:^tzm^bmi^mlz^^^J:^m?:mm■ 

V^^V-Mt-mmztf^^itiXtzimX'^ 
^LX\^h (Wolffe.A.P. et al Cell 84. 817-819, 19 

96) . mhX'mi'f-<r)'m'Kmifi^:.hfz^^zi,t^m 

m^m^'ftz^^z Lx,m^ tcmm=?-tmk{.zmm: 
§ & cfc d ^zth^ b t^-mx'h^, m-tmm^fix^^ 

T-^^Mt^ixx\^hh\^ntzi.o^z^ \zx\-y<nT-^ 

(Hebbes.T.R. et al EMBO J. 7, 1395-1402. 1988, Gr 
unstein.M. et al Nature 389. 349-352. 1997) . 

Vsj-y-Atf <7)hx h ycou i^ymMi}^T-ti-Mt$ti 

t^hzb Tm^^j:mm^mMzmmx'^ ix^iz^j: 

0. ie¥*^SiO^-r<^l.t#;t<^nTV^& (Hong. 
L.et al J.Biol.Chem. 268. 305-314. 1993) . 

[00 03] tXh>'C7)T-fef-/HWitXhyr-bf-;P 
■fki* (tXhyr-t^fl'hyyxyj.y—izmstane 

Acetyltransf erase) : HAT) i: hX h yj^T-tf-yHb^ 
5g (hXhyrT-trf-v— fcf(Histone Deacetylase); H 

DAC ) t(OJ<yyxi,zX':>xm^tix^^hzt h 




(I) 



^<7)m'mBiztnfhm.m^i)m^^tix\>^h (ogryzk 

0. V.V. et al Cell 87 . 953-959, 19%, Brown, C.E. et 
al Trends Biochem.Sci. 25(1). 15-19, 2000, Grozin 

ger.C.M. et al Proc.Natl. Acad.Sci.USA 96, 4868-487 
3, 1999) . 

[0004] -i]X\ mmm^±. mM^immm 
mmzmr-t^jHt^:^y-y'kmm^-t. mkcmmim 

Sr^rf * C t mmi. 0 «<5fLT V ^7t ( Counsens. L. S. e 

t al J.Biol.Chem. 254, 1716-1723, 1979) , tfz. R 

±mmmm(r)h'j^x^^yA as^)^mmlm<o 

f?ih» ^-fbSISIi&S^L (Yoshida.M. et al Cancer Res 
47. 3688-3691. 1987, Yoshida.M. et al Exp. Cell Re 
s 177, 122-131, 1988) , ^fcT^Kh-i/XSrlJI^-tl, 

zi:t^M.fii^tLfz, isMimmmzmT-ti-Mtt.:xh 
tm:h^j:»Mmmmx'hh z t *5bb ^>*>i: =5: o ( yosh 

ida.M. et al J. Biol. Chen. 265. 17174-17179. 199 

0) , 

[00051 fficOHDACIlfFS'JtwOl^T tJ9fl^*«Ji^t'V> 

2. . m^mitmm'^x'h i>hy^^->y (tpx) ^mmm 

ffl*>'»^>tlT^r^/v;*^' (Itazaki.H. et al J.antibiotics 
43(12). 1524-1534,1990) , mzmkCmWflTibtZ 
bti^^(z,t^tts:r>tz (Kijima.M. et al J.Biol.Chem. 2 
68 . 22429-22435. 1993) . ^(OfflWJ^Stii^^jtWT' 
hhZk.i>^h:i<r)h'7r^^iyy^^ru-ft LXZ. 
ixtljg^-ri. b hHDACO^ 0-- >j/t$gS$nT V^l. 
(Taunton. J. et al Science 272 408-411, 19%) . -?■ 
CT)^. Depudecin (Kwon,H.J. et al Proc.Natl. Acad. Sc 

1. USA 95. 3356-3361. 1998) . 7x::i;HSiS (Warrel 
l.R.P.Jr. et al J.Natl .Cancer Inst. 90(21). 1621-1 
625, 1998) , FR-901228 (Nakajima.H.et al Exp.Cell 
Res. 241, 126-133.1998) , MS-27-275 (Saito.A. et a 
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1 Proc. Natl. Acad. Sci. USA 96. 4592-4597. 1999) 

[0006] HDAciswsijti. mmmi¥±. mmm 

i-tfiSS^ffl, Se^i^S. (Darkin-Rattray. 
S.J. etal Proc. Natl. Acad. Sci. USA 93. 13143-13147. 

19%) ^rfc'c?)?^ ■ Himm. ^(^i.zm.BrFfhmizm 

h<9^-^X(^^^it (Dion, L.D. et al Virology 
231. 201-209, 1997) , mXi^ii^cO^^nM (Chen, 
W.Y. etal Proc. Natl. Acad. Sci. USA 94 , 5798-5803. 1 

997) ^j:m^^j:mmi>m^(^tLXii*). ^ffl^ssst 
Mmmt ixmm^mi!bhii.x\>^h*K 4-=&rii. m 
m<mmifim^tix\.^h, 

[0007] 

H 



mit ix^m^j:mcfsm\<n^mmt-thh(ox 

[0008] 

^<mmf}<m.thit^i,z-?^, ^w^mirz^ 
i^^~v^i-xmzs-timmm±mM.^^fd 
I. mimm^(>m.tifzthismmizm-hmmmm'S 

it-^^mt. ^^zmmi'f^'>tz (pct/jpoo/ooi 
10) , mzzii(^cr)it'^m(r>^mimiuz^^. 
itL(><Dit^t!^mit:mmmf^m^^Lx\>^i z t 

[0009] TieHSs*: ( i ) x-^a^ 

tihTri^^Ti- Ht'^mrzii^<r>wm^mzff^^ 
tih^i^m-i^t Lxis^t?>mcmmnzm-ti. 

Ut2] 




0 Y CHjS-SCH,CH,CH=CH \ p 





(I) 



[ 0 0 1 0 ] OT, :^m^z-^^tmti. *^BBt 
y-i^^r^ \^it^Wtfdi^cowm^ffHzff^^tih^ 

«ivA-h'^-fXJg (Pseudomonas) IzEith'^Uit^ 

^^mimmm^zximt. -^mt^imm^^ 
tzimmii^^^m^zx-^x'^^^^ti^. ^mit'^<^m. 
ij'mzt3^^xmmti>m^mi. va-H^^^xsc® 

m^^hztm-^i. z<DX^^j:wmbixii. mi 
«\ mmAt&mmmxmmwz±m*)^m^ 

tit:i^jL-]i^i-xmz3,-t^mm>'^-V'ti-:^ x 
(Pseudomonas sp.) Q7 1 5 7 61* (IHSW 

m.^x^xmtimm^z. sr#^ferm bp 

-6944^t LT^It) ^m^f^Zbtl^X'th. *1 



[0011] 1 ) mnm\t'R 

*«mi, ^^yM,m^(r)nmx'hK). mm^^zx'oMm 

mM(r>:k^^iiO. 7~0. 9/imxi. 
0~ 1 . 4 JUL mX'hh . f&=f-<mmtVii!f>(>tl^j:^'^. 

ii. mmmiz&mm&t. i^mmtimmuz. m 

[ 0 0 1 2 ] 3 ) ^a^it® 

[an 
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07 1 5 7 6tlt()!)±SM1iR (1) 





Itttt 




tttt 






VPtXK 


tttt 








Httt 






{rx>||c!>|ijffl 






RBtt 




■tt 




Mtt 




Httt 




■tt 




nii 




3-32*0 




1 0 — 24"t; 


£WpH«SB 


pH 6~S 




pH6~8 






OFtAH 






mt 


3%N B c 1 «lD«^^»Jft^?<0*W 





[00 1 33 



!(5) 001-348340 (P2 00 1-34U58 



Q7 A67Q9iO)±mtmK (2) 













Bit 




Hit 


D-TW— X 


■li 


D-?;U{> 1 — X 


Bit 




Bit 




Btt 




Bit 




Bit 


1 — X 


Bit 


h L//\D— X 


Bit 




Bit 


D-yjuf 1 — ;u 


Bit 




Bit 




Bit 



[0014] [S3] 
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1 — "F^ y — x 


MklX 


U — •*t^ W >N 


imlx 


u — y /ir J— >s 




n — ^ y — 5 


Mix 




— A*. 

nlT£ 




mix 




nix 




«1£ 






O — x,*'— . r — /U 


















Be 




MS 








Btt 








Bli 











[0015] vxtcomm^m^fxitbi^i t . 
urn, ■^yi'y<Dmi\:M.m, ^j^ymcomm, ^wm 

T7tV-;?., D-4f-^D-;?., D-r/zl-n-;^, D— 

f- (Pseudomonas sp.)Q7 1 5 7 6^{i, ^m^(>-^ 
[0016] (S^Jt:^ffi) ^^H^-fb^fttii^a-H^-f 
(i, xa-K^-tX x;^f- Q7 1 57 6l*7!)^'fiJ 

m-t^mmmi:^^thimx'htn£j:<. 



h^m^t tx'jk^cDhcoimx'^^. i^mcom. 
lii mmsmmttxiiD-yji'V-x, D--7yy 

— X, D-yiU^ h-x^ — v>--7y~V 

y. ifiV7-y^~)V. isntt. ±aS)\ s5?E4?5j\ ^ 
a-yx^-7U:^-. SESi»e, Sax:^fX. ig 

^tryt-T^A. gssjTV'txn/A. iBitri^t-'^ 
5&irig. i^iag, vym^^j:t'm'^izmtxmiin^tL 

[0017] immt Lxunm^mx'imi-h 
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mz^mimii}\iz.x^mixm(>ixfzimmizmmx. 

^)Um<7):^bW(aL^j:^^^mii:1}alxmti!,-th. t 

ycHP-20, xtir^f-v-^^ysp-QOOcoio 

^j:^^^mmmizim$'^xmit^mim^^^i, 
M-^mam&x 'owmizxumwuz^mtx' 

l^\,M^t:nhZbt^X'^l, i^S!xf-;U, ^nat^il 

j^W(r)^mmm'i^tiith^'^izii. mmrm^zztih 
iz. i.iicn^mmm^^xnrztm'^^^^m^it. 

%Tm.W9u-7vyv7 ^- (HPLC) ^iO^fttJ: 

ijX'th. zfih<^-fimt'iim^zmtxs^mzm\^h 
ix. xi,i&MJ^m.mzt^^, ms.Lxmmx'th. 
[00181 *^BjTr x'^T'^ nt-^^<nws^-^mz 
it§$ixi.ts{±, mw§L<mmmmb<r>^x'h^ , 
w^^mzv^mt 0 immt tv\ zti(><Di§Lb ix 



[0019] \:XT[z-:^^mmmm\<mm\mm 

UT^*tl>HDAC|SW^J«OE|gffl^!fel±. ffl^fflt^ 

v^T. tfcffl. aifiypj, iKfiiS'). fir^tm. % 
m. mi mm, ^m, «», mmm^zmmix, 
mummmui^^z^^■■^ixh , ifw^rn^^r^ 
Yit'^^(r)'tHzmh^mkH-mi, m^uu^k^<r> 
i©^. 1 B<r>is^.^■m,i, iimmiWzm\i}-h i o o 

0 0mg/m2. $f^L<{il 0~5 0 0 0mg/in2*^ 

m.^X'h'o, :.ixi mx'hh\^\i2?iS.Amzmx 

aass/iotijo. i*»iii ooomg/m2*«jia 
x\ iBimm.mnzw'rxim-'th.^m-mm 

[00203 *|gBBlc J; |>^PJ5-^<7)/^a6c7)iIf<jffljS!t*5 
o-x, a^B^B-feyL-o-x, "fy-ry. ,-}t'J t-yi/to 

I.. m.ui, im\,z^'>x, T-^mmmMfnm 

tmi muix^T'j y^'7if^^>''y-u<nxdt£:m^m 

Hn^i^rnh'/Hr/Wo-x, t Kn^vrohVMf- 
;l/-fe;Po-x 7 rJ- U'- h =5: i:'<05^35ct JtJiS^ttJ) «. ^ 

[0021 ] gPJS-^<0/iJ6iO?Sf*:ffl^ttfi. ^S^Jfl^l' 

i^^^nsiLffiffj. mmm. mmm. i^x^-y-r^i x'j 

MiT-^'&.timmM^zmmmmi ^mm, mmm 
ffiko^mmi ^mi mm, ^mm. mmmi^ 

'&.mm\. mmm<r)mMb lxm, mi.\iru\:v 

yy^)^-)V, ;K'>/x^^y^'j3-/l/, 5r'J-7'?4<o 

m, Tr^'}V)v^-hso (ffifn^) mti^hh. ^<Di.o 
ti:imMi, ^i^^zmmm. mmm. ^m\, ?wk 
ffl. mm. ^'^\tm mui, v^v-t.) . mmn 
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mimmmixijX\.\ ^mimmtLxa, mmm 
mizmmx'^h^ia^mm. mtimmmLm (^kujt 

(M-f FD:^v7'nf;W;'<f-;H:;l/n-::?, (HPM 
C) , d^ijh'x/i-h'D'J h'y (PVP) . ;tf"jxf-py 

f-yPX^-yHr/Un-jj^ (CMEC) . J\>{ ]^n^i^ra 
h°/P;^^/Hr;l^n-X7:5'l'-h (HPMCP) , 

if^tii, mz'ju^mizx'^. ws'&cow.tiz-tiijm, v 
^ ^u^i^x Y >j ymm^^x^mit-^mm^^'th 
ummmTti.m^tmmi, mttim 
izmtxms^x'^i [ ^m&ff)mmmst^<nism 

I J , ^HM^i^. El^i/V— 5 7-1 59 ( 1 9 

83) m r^g^^ y N o . 1 . ±m^mm 

|gj . mm^y. V7hHf'fxy;?,tt. 78-82] 

(1988) mmi . 

[0023] 

immm] aT, mi^m^zx:^mm-^mcr>S:im^j:m 
mumi. ttz, mmMizx:^mMcr)mcm.mmcom 
mmmmtii)\ mmnzMzmm^iiii^ff) 

[oo24]mMmi 

r;P3-Xl Og, *'ThX:5'-f-2 0g, .•K'j'^rh 
y5g. P#xdfX5g, ^m:^>\^>"yu.4s. 
ILSr-^tftgtte (pH7. 0) lOOmLSr, SOOniU^ 
<r>E.nyyX-:Hzj^&:L. 1 2 O-C-t'2 O^a-HMML 
ti. hm%^mizB:<±^^^t:'>^-¥^tx 

x;^h-Q7 1 576<*S:g#K-:>T^St. 2 8 
X:. 2 0 0III«E/^^^f!^T'3BfSiia*g3IL. gig* 
^tL:t. <Ji:t^'J-bD-;P3 0g. ^'/Un-Xl g, 
;jfi;^7-hy5g, i^xdf;^5g, NaCi 5g. m^SSiJ 

(NKL5430) 0. 5 g . ||S7i< 1 L$:^tft§t|!l 
(pH7. 0) S:10 0iL-fo5 0 0niL^Zft7 5X 

:3 tCtW-a L , 1 2 0 -CT' 2 0 ^^MB t . d (Dimi^z 
friEStS«?SS-2mL-fo}gSL, 2 8-C. 200(1116/ 

:W-(7)^frT'3ara. mmtrntti. ::oj:^{wL-cig« 

U>:tS*?S2. 5L{;oV^T, 6 00 0 rpmT10^ 

ISi^'L^m^rf^fz. ±?f?SS:i^i?xf-;l.t:Tttai t . 



77'f- (30 i.d.X200 mm) (C^U. ^'no*/l/A- 
^^-y-;!/ (20 : 1 ) -cam*, ^J'nDThyUA-;*^ 
y-zP (5:1) -C^tfiL, vS14ii^i-S:i8«SL/i. <^ 
(C. •fe7rT7^':^LH-20;i!?7A^'nvhj/7 7-(- (2 
0 i.d.x500iBn) iZ^t. 9uut-lVM.-yi^ y-lV 

(1:1) t'irwjasrffo/-, mm^iwmk. c 

PC (centrifugal partition chromatography) (Ctt 
?'OD*;l^A-y ^'y-ZP-* ( 5 : 6 : 4 ) 

njkizxi.^mm^'^x^M^^m^Lfz. wmm^z^ 

j.-f4!^K PEGASIL 0DS;^7i^ (20 i.d. X250 nun) 
3 5%r-thxh';/i^*mctjIfflHPLC 
(sfiSlOmL/tW-) -eOlSm. -fb-^Aiil 

0. 8^t, -fb-^iRjBm 5. 4 e-:?*^^;^ 

t>'B<^afe«J*€-*l OmgttTt:. 
[002 5] Sji<5f2 

^'VUn-XlOg. .■KrhX^-^20g. jK'J'^.rhySg. 
PSxdfX5g, ^K;>;l-i^'>i.4g, ^S7|<lL^-^tft§tfi 
(pH7 . 0) S: 100iii-fo500ml^c7)# 7 7 X 3 
L. 120X:-C20^j-|BIj!SMUv:, ^^-y hSi5ct««!!{=ft< 
4W$-ti•/ii'J.-F^:^X X7.h- Q7157&l*SrtSI^ 
IS o T »a L , 28r , 200Il]!|g/^cr)^ff T'3 B ^JlMtS 
«L;t:. |S|tgta400mL$:2LS«H:ft7 7:^3t;:Ji-aL, 1 
20rt'20^i-|BIjSfiaU/im, lKriet§«?«8mL«:fifflL, 28 

Lfz. Mz-^y-V-fV^z^ d<''J'<7"h>'5g, |5]xdf 
;^5g. ta-fb-M-U'^ASg, 7KjI*lLSr-g-tfig}ft(pH7.0) 
Srl8L-fo30L§i->-7r-^y^-3StC-M-aL. 120 
r T-^O^raMS L^c o ^ tfOtStfilC BUiS®t§«?S^360iiL 
-To^SL. 24''C. isolate/^. lvvmT'64B#P^t§«Sr 
^f-5^^. E/^-r^X{C-CM«:fc^«iUv:*g«JR50 L5- 
HP-20^3t«L/;:7^7A{c«L, 20"^THr h y/KJg 

jg, mi^^ j-)Vimm:'m\k. mycvyMm. 

T^'oo;t;;UA. itKxf-;UT'ttai^ffV%, #ttaj!Bj^ 

>^c. :7on;t;;l^A-y^'y-;K50 : 1), (20:1), (10: 
l)Tl§tlit, ^'nn*;l/A-^:J'y-;K20: l)i^j:l/ 

(10 : 1) wm.'jtffy-^^m.^x.x'sm:. 

OV^T, 0DS-HPLC;<f7A(cosmosil AR-II20 i.d. x250 

Lr2o mg^ti/c. ±iecoj^jt^JTif 'on^^c 
A, BRi^c^fk^jt^jiOTojiot:'*)^. 

[0026] 
[^t3] 
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[0027] 



















Hid 


135-13B*t; 


132-135^ 


N. T. 




-eaer (oQHibOH) 


-ead" (0Q11. iibgk) 


-6Qof (cam hbgh) 








CiiHmHiOA 


Found 
Calod 


474.1735 OHO* 
474. 1733 


468.1865 OKH)^ 
468.1868 


488.1888 OHM)' 
488.1888 




End absorptfon 


End absorption 


End absorption 


onf' 


CKBrjS) 
3400, 3350. 172a 
1660. 1520. 1260. 

. 680 


mm 

3400, 3350. 1720. 
1660. 1520. 1260. 
880 


3400. 3320. 1730. 
1660, 1550. 1280. 
880 



N.T. -.tmitr 
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[00283 [^5] 



No. 


6c 




1 


171.3 










3 


163 


1.48(d^=7.5Hl) 


NH 




628(111) 


1' 


169.1 




2' 


54.9 


4.84<(M«3.5,9.0Hz) 


3' 


40.9 


3.13(m),3.28(m) 


NH 




6.79(d/^.0Hz) 


r 


171.7 




2r 




2.68((Vs4.0 Hz) 


3" 


69.1 


4.52(01) 


4" 


63.4 


2.77(111) 




29.7 


234(m) 




19.7 


0.90(d/-7.0 Hz) 


r 


2a6 


1.00(iUs7.0Hz) 


NH 




7J8(<M-:7.0Hz) 


OH 




3.09(<U:s10jOHz) 


1"' 


170.8 




2"' 


403 


239((y=13.0HzX 3.31(d(U=7.0, 13.0 Hz) 


3"' 


70.7 


5.48(m) 


4"' 


128.9 


5.68((U3l5i>) 


5». 


1333 


6.31(m) 




33.1 


143(mX 2.68(m) 


r* 


40.9 


2.73<in), 3.24<m) 



[00 2 9] [^6] 
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No. 


e 

6c 


6r 


J 


171.2 




2 


S2.2 


4.22(dq,>4.0, 7.0 Hz) 


3 


16.6 


1.48(d^7.0H2) 


NH 




6.18(m) 


r 


169.2 




2' 


54.5 


4.87{dt^.0, 9.0 Hz) 


3' 


41.3 


3.10(mX 3.33(m) 


NH 




6.75(4,^.0 Hz) 


1" 


171.8 




2^ 


39.5 


2.70(d,>4.0 Hz) 


3" 


68.2 


4.60(m) 


4- 


61.7 


2.94(m) 


5" 


36.3 


2.05(in) 


6" 


27.1 


l.21(m), 1.53(m) 


T* 


11.5 


0.89(t^7.5 Hz) 


8" 


15.4 


0.90(d^,OHz) 


NH 




7.25(d^7.0Hz) 


OH 




2.93(01} 


1 


170.0 




2*" 


40.7 


2.58(d>13.0Hz).3.31(d<U5=7.0. 13.0 Hz) 




70.6 


5.48(m) 




128.6 


5.67(d^l5.0Hz) 




133.4 


6.36(00) 


e" 


33.3 


2.44(mX2,71(m) 




40.5 


2.72(m). 3.20(ni) 



S>t>»#(No.)llll)tB1l:#«lBO1l:^it3£4>(D^«Sl?09ttB$^-r. 



[0030] [^7] 
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no. 




Oh 


1 










4.2z(aq^s73p.7 Hz) 


3 


16^ 


1.50(«U=73Hz) 


NH 




6.40(bT) 


1 


168.9 




2 


55.1 


4.81(iii) 


3' 


41.1 


3.20(m) 


NH 




6.82((U=9.1 Hz) 


1 


171.4 




Z 


38.8 


2.68(m) 


3 


70.7 


435(m) 


4" 


56.0 


3.08(m) 


5" 


38.8 


1.51(m). 2.06(ni) 


5" 


25.2 


1.62(m) 


T 


213 


0.91((V=6.7 Hz) 


8" 


73A 


0.91((ys6.7 Hz) 


NH 




7.49((U=6.7Hz) 


OH 




2.96(br) 


1 


1/U.7 




2" 


403 


2.62((U»12J HzX 336(d^-12.8, 73 Hz) 


3" 


70.7 


5.46(m) 


4m 


129,0 


5.72((U=15.8Hz) 


5" 


133.2 


6.29(m) 


6*" 


32.7 


Z43(iii).2.72(m) 


T 


40.5 


2.74(m), 331(m) 



(No. } a«rE{k«ttC«!)<b¥«UI^4>(0fi«fii?(Dti[|«^r. 



[003 1 ] 1 : HDACffiWsS® 

b hajiii^MiiSK562iHiiig (i.Bxio^^i) ^Tsmmwm. 

ISia«fe5S:^tt; NET-003H) giSL, $ffl<i>i^:frS (Yosh 
ida.M. et al J.Biol.Chem 265. 17174-17179. 1990) 

ftlL, y7-/h'7^-Kj£T'gafi^S'ff^^>! (7iig/ 
ml) , 

[00 32] ( 2 ) HDACCOaS^^M 
K562*ffl)!aJ:0«J!IL^v:^S:^Ba^.W*^ (Yoshida.M. e 
t al J.Biol.Chem 265, 17174-17179, 1990) iZ^nX 
ttffiL. ^(rmm.^^ Sepharose Y^ii'jd^ (7r;U-7 
v-n±: 17-0510-01) SrfflVV 0-0.5MCONaCl<7)8IS^E 
m:OHDAM^fSS^ffo/i. ^c7)f^. mmm. [1 

5mMiJ>-^;i:?y'>A (pH7.5) s 5j;^^(;-feo-;K 0.2mM 
EDTA] T'^Srffoit. 
( 3 ) HDACIlSvgltOil^ 

( 1 ) -C'PSUc [3H] r-t^;t^h;^hyS:HDA^»?g 
T'280/zg/ml{c#iKL::ixSr25Atl i: , ( 2 ) T'»K ■ M 



fdk. lt;UJgK^50//l^iiLTS:i£Srf?±$-ti-, 
(c:KKxf-;U800/zlSr}!jD;cii-^ • il'C^SrffVK S^Kxf- 
yPii400x;tl$:vyf'l'-:?->'<^T;K28iroL, 5ml <0 

ft$-2/z i^jdl. ±ie<?)T -/-t-f Srff a fc •r'i6!t!!)<?)HD 

0. 3/x MOiiJgT'5021iLh<7)HDACfflWvStt 5r L . i 
[0033] ^}fel5!l2 : B«ffl«l(*irHr^;U^l:t;^ 

BALB/C-nu/nuV^Xtrt h:«;MSWiDr|fflBa5-2xl06 eel 

ls/lOOx/1 PBS/mouse-Cd tolt, mr-^\k^ZWS,W^ 
AQOO mmSSStC^-^Tt-V^XtCSf^MiO-fL^^^ilA 3 

^^BSSft LTl!ISiJ*J&a<?)-7'!7;^*>f>tl!t(SS:fiiaiL 
[0034] ( 2 ) M«fflfili*iT-i:f-;Ml:t h yjijt 



(a 3) )01-348340 (P200 1-34U58 



^_y^•-S7^^i^':^^■f- (WlEATONtt: 358103) {C 

( 1 ) x'm%u~:mmmtvmfmm (som iris 

HCl (pH8.0) . ISOmM NaCl, IX NP-40, ImM EDTA. conp 

\ete (K->)y:^-^yyiW\-(M,y:; No. 1873580) . 
lO/zg/ml aprotinin) itUtt^^^i^-t^ Xltz^:^, il 

(UPSTATE biotechnologytt; #0&-599) S:, ZiJltil* 
(:{iHRPi(iJta'>-t=^m (TVi^A-Att: code NA 934 
0) imi. ECL (TVxA-Att; RPN2106) tCt^ 
Sr^tBL^^, -fl:-&!t5!lA3nig/kgf54-9-yr;PT-ttit 



[0035] 

[^BflOXSm] -«5t ( I ) iZyr.^til:^WMit^^ 
in vivolCl3V>TtHDACfaSPtS-:!'<hXbyr-fef-;P 

^mzm^ti^^i:^mt LT^*-r.&*^Hflco 

■m, mzm'^mmmmim.%cr>immmiz:nK 
x'hh, mmimm^±ix\i, mmjB^m.. ge 



(51) Int. CI. 7 mmi^ 
A6IP 43/00 111 



F I 

A6 1K 37/02 



f-73-h' (##) 



(72)^Bfl# IP Kii 

(72)fiBM Jiff \m 
(72)i6Bfl# 



mS^«i5««gE'h2iRl-l-8 aj:ti*ii8 

(72) ^BM 

^S«ttr|TS9iffiiI2-6-57 

{iDwm mm 

«:^g|55tScK^ffc*5-13-6 
(72) ^BM fUSl ®* 

m^RfKMAEWIBn - 1 -10-802 
F^'-ix(##) 4C084 AA02 BAOl BA15 BA26 CA04 
DC50 ZA891 ZA892 ZB071 
ZB072 ZB211 ZB212 ZB261 
ZB262 



